WO 2005/054469 PCT/CA2004/002084 




BEST AVAILABLE COPY 



1/16 



WO 2005/054469 PCT/CA2004/002084 




.2/16 



WO 2005/054469 



PCT/CA2004/002084 




F i&ade 3 



WO 2005/054469 



PCT/CA2004/002084 



1 a ia « a t » i a 1 » 1 a t » « a i * 

V3jr — ^ b«k • 2b» ~*< -^r SpUo&PnJteJn 




* txahvOfi tonimft&tapi Pttfi* RH58S RhXU RttQA . «£Q? RSSflB 







































MIT 


















* 

■2-. ■ 






- «». 


• id, 








.*-«• 











«wr — «** -pbh ^ QpOoa Pnotsfn 

^ OamnsfetnB 

^ 

r Jtekfcoc^; Ifluouiiaairtia ESSQtTO * . KtSG.13 FSfiQtt ffiJQM FSKHS FiKGTS 

1 PuffTiad VBru* 

2 iri&MGtf lyarife 



4/16 



WO 2005/054469 



PCT/CA2004/002084 





5/16 



WO 2005/054469 



PCT/CA2004/002084 




P u u 

•El »Si -Si •& 5 1 S 

" * I " * i " * I | | a in m 

H CH » P" CO ri i-l t4 



6/16 



WO 2005/054469 



PCT/CA2004/002084 



N N H NN 
r-t -H «H t4 iH 




7/16 



WO 2005/054469 



PCT/CA2004/002084 



SARS-specific monoclonal antibodies, Heavy chains (VH), amino acid sequences 
F26G3-VH 

EVRLQQSGPELVKPGASVKISCKTSGYTFTEYTMHWVKQSHGKNLEWIGGINPNNGGTTYNQKFKG 
KATLTVDKSSNTAYMELRSLTSEDSAVYYCSRGDYGTSYGYFDVWGAGTTVTVSSAKTTAPSVYPL 
A 

F26G7-VH 

VELLESGTVLARPGASVKMSCEASGYTFTTYWMHWIKQRPGQGLEWIGAIYPGNSDTTYNQKFKGK 
AKLTAVTSTSTAYMELSSLTNEDSAVYYCTREGIPQLLRTMDYWGQGTSVTVSSAKTTPPSV 

F26G9-VH 

VQLLESGTVLARPGASVKMSCKASGYSFTSYWMHWVKQRPGQGLEWIGAIYPGNSDTSYNQKFKGK 
AKLTAVT S ASTAYMELS SLTNEDS AVY YC TRSV YYGYG YFDVWGAGTT VT VS S AKTT PPS V 

F26G10-VH 

EVQLEESGTVLARPGASVKMSCKASGYSFTSYWMHWVKQRPGQGLDWIGAIYPENSDTSYNQKFKG 
KAKLTAVTSASTAYMEHSSLTNEDSAVYYCTRSVYYGYGYFDVWGAGTTVTVSSAKTTAPSVYPLA 
PVCGDTTGSSVTLGCLVKGYFPEPVTLTWNSGSLSSGVHTFPAVLQSDLYTLSSSVTVTSSTWPSQ 
S I TCNVAHP AS STKVDKKI EPRVPTSQN 

F26G18-VH 

LVQLEESGTVLPRPGASVKMSCKASGYTFTSYWMHWVKQRPGQGLEWIGAIYPGNSDTNYNQKFKG 
RATLTAVTSTSTASMELSSLTNEDSAVYYCTRDGYGSLYYYAMDFWGQGTSVTVSSAKTTAPSVK 

F26G19-VH 

EVQLEESGTVLARPGASVKMSCKASGYTFTTYRMHWIKQRPGQGLEWIGAIYPGNSDTTYNQKFKD 
KAKLT AVT ST S SAYMEL S S LTNE DS AVYFCTREG I PQLLRTLD YWGQGT S VTVS S AKTT APS VYPL 
A 

F26G1-VH 

EVQLEESGPGLVAPSQSLSITCTVSGFSLTNYDISWIRQPPGKGLEWLGIIWTGGGTSYNSAFMSR 
LSISKDNSKSQVFLKMNSLQTDDTAIYYCVRDRVYYFPMDYWGQGTSVTVSSAKTTAPSVYPLA 

F26G6-VH 

MEWSWVFLFLVATATDVHSQVQLQQPGAELVKPGASVKVSCKASGYTFTNYWIHWVKQRPGQGLEW 
IGEINPGNGRTNYNGNFMNKATLTVDKSSNTAYMQLSSLTSEDSAVYHCARLDYWGQGTTLTVSSA 

KTTPPSV 



F26G8-VH 

VQLLESGAELVKPGASVKVSCKASGYTFTSYWIHWVKQRPGQGLEWIGEINPSNGRTNYNGNFESK 
ATLTVDKSSNTAYMHLSSLTYEDSAVYHCTRLDYWGQGTTLTVSSAKTTAPSVYPLA 



Neutralizing mAbs are in bold text. 
FIGURE 7 
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SARS-specific monoclonal antibodies, Light chains (VL)> amino acid sequences 
F26G3-VL 

DILMTQSPTSFAVSLGQRATISCRTSQSVSTSSYSYMHWYQQKPGQPPKLLIKYASNLESGVPARF 
SGSGSGSDFTLNIHPVEEGDTATYYCQHSWEIPCAFGGGTKLEIKRADAAPTVS • 

F26G7 VL 

ELVMTQSPSSLSASLGERVSLTCRASQEISGYLSWLQQKPDGTIKRLIYAASTLDSGVPKRFSGSR 
SGSDYSLTISSLESEDFADYYCLQYISYPWTFGGGTKLEIKRADAAPTVS 

F26G9-VL 

DILMTQSHKCMSTSVGDRVSITCKASQDVSTAWWYQQKPGQFPKLLIYWASTRHTGVPDRFTGSG 
SGT DYTLT I S S VQAEDLAL Y YCQQH YTT P YT FGGGTKLE I KRADAAPT VS 

F26G10-VL 

DILMTQSHKFMSTSVGDRVSITCKASQDVSTAVAWYQQKPGQSPKLLIYWASTRHTGVPDRFTGSG 
SGTDYTLTIS SVQAEDLALYYCQQHYSTPYT FGGGTKLE I KRADAAPT VS 

F26G18-VL 

ELVMTQSPSSLSASLGDRVTISCRASQDISNYLNWYQQKPDGTVKLLIYYTSRLHAGVPSRFSGSG 
SGTDYSLTISNLEQEDIATYFCQQGYTLPYTFGGGTKLEIKRADAAPTVSKGEFQHTGGRY 

F26G19-VL 

DILMTQSPSSLSASLGERVSLTCRASQEISGYLSWLQEKPDGTIKRLIYAASTLDSGVPKRFSGSR 
SGSDYSLT I SSLESEDFADYYCLQYVSYPWT FGGGTKLE IKRADAAPTV 

F26G1-VL 

ELVMTQS PVS ITASRGEKVT ITCRAS SS I S SNYLHW YQQKPGSS PKLLI YRTS ILASGVLDT FSGS 
GSES S YTLT I SCMQDEVAAT YYCQQGSS S PPHVRRGDQAGNKTG 

F26G6-VL 

ELVMTQS PASLSVATGKKVTIRCIS ST DIDDDMNWYQQKAGKP PKLLI SEGN I FSPGVPSRFSSSG 
NGT DFVFT VENT L S E DV ADN YCLQ S DNM P FT FG S GT KLG I KRADAAPT V S 

F26G8-VL 

ELVMTQS PASLSVITGKKVTIRCISNTDIDDDLNWSQLKAGEPPKLLI SEGN IFSPGVPSRFSSSG 
NGT DFVFT I ENTLSEDVANNYCFQSDNMP FT FGSGTKLE I KRADAAPT VS 

Neutralizing mAbs are in bold text. 

FIGURE 8 
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SARS-specific monoclonal antibodies, Heetvy chains (VH), nucleotide sequences 
F26G3-VH 

ATGGAATGGAGCTGGGTCTTTCTCTTTCTCCTGTCAGGAACTGCAGGTGTCCTCTCTGAGGTCCGG 
CTGCAACAGTCTGGACCTGAACTGGTGAAGCCTGGGGCTTCAGTGAAGATATCCTGCAAGACTTCT 
GGATACACATTCACTGAATACACCATGCACTGGGTGAAGCAGAGCCATGGAAAGAACCTTGAGTGG 
ATTGGAGGTATTAATCCTAATAATGGTGGTACTACCTACAACCAGAAGTTTAAGGGCAAGGCCACA 
TTGACTGTAGACAAGTCCTCCAACACAGCCTACATGGAGCTCCGCAGCCTGACATCTGAGGATTCT 
GCAGTCTATTATTGTTCAAGAGGGGACTACGGTACTAGCTACGGGTACTTCGATGTCTGGGGCGCA 
GGGACCACGGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCTATCCACTGGCCA 

F26G7-VH 

GTGGAGCTGCTCGAGTCAGGGACTGTGCTGGCAAGGCCTGGGGCTTCAGTGAAGATGTCCTGCGAG 
GCTTCTGGCTACACCTTTACCACCTACTGGATGCACTGGATAAAACAGAGGCCTGGACAGGGTCTG 
GAATGGATTGGCGCTATTTATCCAGGAAATAGTGATACTACCTACAACCAGAAGTTCAAGGGCAAG 
GCCAAACTGACTGCAGTCACATCCACCAGCACTGCCTACATGGAGCTCAGCAGCCTGACAAATGAG 
GACTCTGCGGTCTATTACTGTACAAGAGAGGGAATTCCCCAATTACTTCGGACTATGGACTACTGG 
GGTCAAGGGACCTCAGTCACCGTCTCCTCAGCCAAAACAACACCCCCATCGGTCA 

F26G9-VH 

GTCCAGCTGCTCGAGTCTGGGACTGTGCTGGCAAGGCCTGGGGCTTCCGTGAAGATGTCCTGCAAG 
GCTTCTGGCTACAGCTTTACCAGCTACTGGATGCACTGGGTAAAACAGAGGCCTGGACAGGGTCTA 
GAATGGATTGGTGCTATTTATCCTGGAAATAGTGATACTAGCTACAACCAGAAGTTCAAGGGCAAG 
' GCCAAACTGACTGCAGTCACATCCGCCAGTACTGCCTACATGGAGCTCAGCAGCCTGACAAATGAG 
GACTCTGCGGTCTATTACTGTACAAGATCCGTTTACTACGGCTACGGGTACTTCGATGTCTGGGGC 
GCAGGGACCACGGTCACCGTCTCCTCAGCCAAAACAACACCCCCATCGGTC 

F26G10-VH 

GAGGTGCAGCTGGAGGAGTCTGGGACTGTGCTGGCAAGGCCTGGGGCTTCCGTGAAGATGTCCTGC 
AAGGCTTCTGGCTACAGCTTTACCAGCTACTGGATGCACTGGGTAAAACAGAGGCCTGGACAGGGT 
CTAGATTGGATTGGTGCTATTTATCCTGAAAATAGTGATACTAGCTACAACCAGAAGTTCAAGGGC 
AAGGCCAAACTGACTGCAGTCACATCCGCCAGCACTGCCTACATGGAGCACAGCAGCCTGACAAAT 
GAGGACTCTGCGGTCTATTACTGTACAAGATCCGTTTACTACGGCTACGGGTACTTCGATGTCTGG 
GGCGCAGGGACCACGGTCACCGTCTCCTCAGCCAAGACAACAGCCCCATCGGTCTATCCACTGGCC 
CCTGTGTGTGGAGATACAACTGGCTCCTCGGTGACTCTAGGATGCCTGGTCAAGGGTTATTTCCCT 
GAGCCAGTGACCTTGACCTGGAACTCTGGATCCCTGTCCAGTGGTGTGCACACCTTCCCAGCTGTC 
CTGCAGTCTGACCTCTACACCCTCAGCAGCTCAGT GACTGTAACCTCGAGCACCTGGCCCAGCCAG 
TCCATCACCTGCAATGTGGCCCACCCGGCAAGCAGCACCAAGGTGGACAAGAAAATTGAGCCCAGA 

GTGCCCACTAGTCAGAAC 
F26G18-VH 

TTGGTGCAGCTGGAGGAGTCTGGGACTGTGTTGCCAAGGCCTGGGGCTTCAGTGAAGATGTCCTGC 
AAGGCTTCTGGCTACACCTTTACCAGCTACTGGATGCACTGGGTAAAACAGAGGCCTGGACAGGGT 
CTGGAATGGATTGGCGCTATTTATCCTGGAAATAGTGATACTAACTACAACCAGAAGTTCAAGGGC 
AGGGCCACACTGACTGCAGTCACATCCACCAGCACTGCCTCCATGGAGCTCAGCAGCCTGACAAAT 
GAGGACTCTGCGGTCTATTACTGTACAAGAGACGGCTATGGTAGCCTTTATTACTATGCTATGGAC 
TTCTGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCAAGGGC 

GA 

FIGURE 9 -1 
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F26G19-VH 

GAGGTGCAGCTGGAGGAGTCTGGGACTGTGCTGGCAAGGCCTGGGGCTTCAGTG7VAGATGTCCTGC 
AAGGCTTCTGGCTACACCTTTACCACCTACCGGATGCACTGGATAAAACAGAGGCCTGGACAGGGT 
CTGGAATGGATTGGCGCTATTTATCCTGGAAATAGTGATACTACCTACAACCAGAAGTTCAAGGAC 
AAGGCCAAACTGACTGCAGT CACATCCACCAGCTCTGCCTACATGGAGCTCAGCAGCCTGACAAAT 
GAGGACTCTGCGGTCTATTTCTGTACAAGAGAGGGAATTCCCCAATTACTTCGGACTTTGGACTAC 
TGGGGTCAAGGAACCTCAGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCTATCCACTG 
GCC 

F26G1-VH 

TGAGGTGCAGCTGGAGGAGTCAGGACCTGGCCTGGTGGCGCCCTCACAGAGCCTGTCCATTACCTG 
CACTGTCTCTGGGTTCTCATTAACGAACTATGATATAAGCTGGATTCGCCAGCCACCAGGAAAGGG 
TCTGGAGTGGCTTGGAATAATATGGACTGGTGGAGGCACAAGTTATAATTCAGCTTTCATGTCCAG 
ACTGAGCATCAGCAAGGACAACTCCAAGAGCCAAGTTTTCTTAAAAATGAACAGTCTGCAAACTGA 
TGACACAGCCATATATTACTGTGTAAGAGATAGGGTCTACTACTTCCCTATGGACTACTGGGGTCA 
AGGAACCTCAGTCACCGTCTCCTCAGCCAAAACAACAGCCCCATCGGTCTATCCACTGGCCA 



F26G6-VH 

ATGGAATGGAGCTGGGTCTTTCTCTTTTTGGTAGCAACAGCTACAGATGTCCACTCCCAGGTCCAA 
CTGCAGCAGCCTGGGGCTGAACTGGTGAAGCCTGGGGCTTCAGTGAAAGTGTCCTGCAAGGCTTCT 
GGCTACACCTTCACCAACTACTGGATACACTGGGTGAAGCAGAGGCCTGGACAGGGCCTTGAGTGG 
ATTGGAGAGATTAATCCTGGCAACGGTCGTACTAACTATAATGGGAACTTCATGAACAAGGCCACA 
CTGACTGTAGACAAATCCTCCAACACAGCCTACATGCAACTCAGCAGCCTGACATCTGAGGACTCT 
GCGGTCTATCACTGTGCAAGATTAGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCCTCAGCC 
AAAACAACACCCCCATCGGTC 

F26G8-VH 

GTCCAGCTGCTCGAGTCTGGGGCTGi\ACTGGTGAAGCCTGGGGCTTCAGTGAAAGTGTCCTGCAAG 
GCTTCTGGCTACACCTTCACCAGCTACTGGATACACTGGGTGAAGCAGAGGCCTGGACAGGGCCTT 
GAGTGGATTGGAGAGATTAATCCTAGCAACGGTCGTACTAACTATAATGGGAACTTCGAGAGCAAG 
GCCACACTGACTGTAGACAAATCCTCCAACACAGCCTACATGCACCTCAGCAGCCTGACATATGAG 
GACTCTGCGGTCTATCACTGTACAAGATTAGACTACTGGGGCCAAGGCACCACTCTCACAGTCTCC 
TCAGCCAAAACAACAGCCCCATCGGTCTATCCACTGGCC 



Neutralizing mAbs are in bold text. 
FIGURE 9-2 
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SARS-specific monoclonal antibodies, Light chains (VL), nucleotide sequences 
F26G3-VL 

GGGCCCAGCCGGCCGAGCTCGACATTCTGATGACCCAGTCTCCTACTTCCTTTGCTGTATCTCTGG 
GGCAGAGGGCCACCATCTCATGCAGGACCAGCCAAAGTGTCAGTACATCTAGCTATAGTTATATGC 
ACTGGTACCAACAGAAACCAGGACAGCCACCCAAACTCCTCATCAAGTATGCATCCAACCTAGAAT 
CTGGGGTCCCTGCCAGGTTCAGTGGCAGTGGGTCTGGGTCAGACTTCACCCTCAACATCCATCCTG 
TGGAGGAGGGGGATACTGCAACATATTACTGTCAGCACAGTTGGGAGATTCCGTGCGCGTTCGGAG 
GGGGGACCAAGCTGGAAATAAAACGGGCTGATGCTGCACCAACTGTATCC 

F26G7-VL 

GTGCCAGATGTGAGCTCGTGATGACCCAGTCTCCATCCTCCTTATCTGCCTCTCTGGGAGAAAGAG 
TCAGTCTCACTTGTCGGGCAAGTCAGGAAATTAGTGGTTATTTAAGCTGGCTTCAGCAGAAACCAG 
ATGGAACTATTA7VACGCCTGATCTACGCCGCATCCACTTTAGATTCGGGTGTCCCAAAAAGGTTCA 
GTGGCAGTAGGTCTGGGTCAGATTATTCTCTCACCATCAGCAGCCTTGAGTCTGAAGATTTTGCAG 
ACTATTACTGTCTACAATATATTAGTTATCCGTGGACGTTCGGGGGAGGTACCAAGCTGGAAATCA 
AACGGGCTGATGCTGCACCAACTGTATCC 

F26G9-VL 

GACATTCTGATGACCCAGTCTCACAAATGCATGTCCACATCAGTAGGAGACAGGGTCAGCATCACC 
TGCAAGGCCAGTCAGGATGTGAGTACTGCTGTAGTCTGGTATCAACAAAAACCAGGGCAATTTCCT 
AAACTACTGATTTACTGGGCATCCACCCGGCACACTGGAGTCCCTGATCGCTTCACAGGCAGTGGA 
TCTGGGACAGATTATACTCTCACCATCAGCAGTGTGCAGGCTGAAGACCTGGCACTTTATTACTGT 
CAGCAACATTATACCACTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAACGGGCTGAT 
GCTGCACCAACTGTATCC 

F26G10-VL 

GGGCCCAGCCGGCCGAGCTCGACATTCTGATGACCCAGTCTCACAAATTCATGTCCACATCAGTAG 
GAGACAGGGTCAGCATCACCTGCAAGGCCAGTCAGGATGTGAGTACTGCTGTAGCCTGGTATCAAC 
AAAAACCAGGGCAATCTCCTAAACTACTGATTTACTGGGCATCCACCCGGCACACTGGAGTCCCTG 
ATCGCTTCACAGGCAGTGGATCTGGGACAGATTATACTCTCACCATCAGCAGTGTGCAGGCTGAAG 
ACCTGGCACTTTATTACTGTCAGCAACATTATAGCACTCCGTACACGTTCGGAGGGGGGACCAAGC 
TGGAAATAAAACGGGCT GAT GCTGCACCAACTGTATCC 

F26G18-VL 

GAGCTCGTGATGACCCAGTCTCCATCCTCCCTGTCTGCCTCTCTGGGAGACAGAGTCACCATCAGT 
TGCAGGGCAAGTCAGGACATTAGCAATTATTTAAACTGGTATCAGCAGAAACCAGATGGAACTGTT 
AAACTCCTGATCTATTACACATCAAGATTACACGCAGGAGTCCCATCAAGGTTCAGTGGCAGTGGG 
TCTGGAACAGATTATTCTCTCACCATTAGCAACCTGGAGCAAGAAGATATTGCCACTTACTTTTGC 
CAACAGGGTTATACGCTTCCGTACACGTTCGGAGGGGGGACCAAGCTGGAAATAAAACGGGCTGAT 
GCTGCACCAACTGTATCCAA 

F26G19-VL 

GACATTCTGATGACCCAGTCTCCATCCTCCTTATCTGCCTCTCTGGGAGAAAGAGTCAGTCTCACT 
TGTCGGGCAAGTCAGGAAATTAGTGGTTACTTAAGCTGGCTTCAGGAGAAACCAGATGGAACTATT 
AAACGCCTGATCTACGCCGCTTCCACTTTAGATTCTGGTGTCCCAAAAAGGTTCAGTGGCAGTAGG 
TCTGGGTCAGATTATTCTCTCACCATCAGCAGCCTTGAGTCTGAAGATTTTGCAGACTATTACTGT 
CTACAATATGTTAGTTATCCGTGGACGTTCGGTGGAGGCACCAAGCTGGAAATCAAACGGGCTGAT 
GCTGCACCAACTGTA 

FIGURE 10-1 
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GTGCCAGATGTGAGCTCGTGATGACCCAGTCTCCAGTATCCATAACTGCATCTCGAGGGGAGAAGG 
TCACCATCACCTGCCGTGCCAGCTCAAGTATAAGTTCCAATTACTTACACTGGTACCAGCAGAAGC 
CAGGATCCTCCCCTAAACTTTTGATTTATAGGACATCCATCCTGGCATCTGGAGTCCTGGACACCT 
TCAGTGGCAGTGGGTCTGAGAGCTCTTACACTCTGACAATCAGCTGCATGCAGGACGAAGTTGCTG 
CCACTTACTATTGTCAGCAGGGGAGTAGTAGCCCACCACACGTTCGGAGGGGGGACCAAGCTGGAA 
ATAAAACGGGCTGATGCTGCACCAACTGTATCCA 



F26G6-VL 

GTGCCAGATGTGAGCTC'GTGATGACCCAGTCTCCAGCATCCCTGTCCGTGGCTACAGGAAAAAAAG 
TCACCATCAGATGCATAAGCAGCACTGACATTGATGATGATATGAACTGGTACCAGCAGAAGGCAG 
GAAAACCTCCTAAACTCCTTATTTCAGAAGGCAATATTTTTAGTCCTGGAGTCCCATCCCGATTCT 
CCAGCAGTGGCAATGGCACAGATTTTGTTTTTACAGTTGAAAACACGCTCTCAGAAGATGTTGCAG 
ATAACTACTGTTTGCAAAGTGATAACATGCCATTCACGTTCGGCTCGGGGACAAAGTTGGGAATAA 
AACGGGCTGATGCTGCACCAACTGTATCC 

F26G8-VL 

GTGCCAGATGTGAGCTCGTGATGACCCAGTCTCCAGCATCCCTGTCCGTGATTACAGGA2UVAAAAG 
TCACCATCAGATGCATAAGCAACACTGACATTGATGATGATTTGAACTGGTCCCAGCTGAAGGCAG 
GAGAACCTCCTAAACTCCTTATTTCAGAAGGCAATATTTTTAGTCCTGGAGTCCCATCCCGATTCT 
CCAGCAGTGGCAATGGCACAGATTTTGTTTTTACAATTGAAAACACGCTCTCAGAAGATGTTGCAA 
ATAACTACTGTTTCCAAAGTGATAACATGCCATTCACGTTCGGCTCGGGGACAAAGTTGGAAATAA 

AACGGGCTGATGCTGCACCAACTGTATCC 
Neutralizing mAbs are in bold text 
FIGURE 10-2 
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